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AB Selection of clones having the human protein 

kinase and/or protein phosphatase- like structure from 

clones which had been isolated and the structures thereof had been detd. 
in the Helix Research Institute (helix clones; Japanese Patent Application 
No. 2 000-183 767) was conducted. The present inventors carried out homol. 
search for all the helix clones using the amino acid sequences of known 
kinases and phosphatases as queries, and selected 2 clones: 
"C-NT2RP3001938" and "C-OVARC1000945 ■' (hereinafter referred to as "KP 
clones"). These KP clones contain full-length cDNAs encoding novel human 
proteins. It has been known that many of known kinases and phosphatases 
are assocd. with a variety of signal transduction pathways in cells. 
Therefore, there is the possibility that the newly found KP clones having 
the kinase/phosphatase-like structure are also assocd. with some 
signal transduction pathways. The physiol. functions of the KP clones can 
be tested by using reporter gene assay systems capable of detecting signal 
transduction. The KP clones tissue expression profile was analyzed by 
hybridization using high d. DNA. The expression level of 

"C-OVARC1000945" was reduced 4 h or 24 h after UV ray irradn., suggesting 
that it is a clone assocd. with UV ray disorders. The proteins of the 
present invention are useful as target mols. in drug discovery and in the 
development of new pharmaceuticals. 
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kinase family members, hexokinase family members, serine/threonine 
phosphatase family members, prolyl oligopeptidase family members, 
trypsin family members, trypsin serine protease family members, and 
ubiquitin protease family members. The invention also provides antisense 
nucleic acid mols., recombinant expression vectors contg . 2504, 15977, 
14760, 53070, 15985, 50365, 26583, 21953, m32404, 14089, or 23436 nucleic 
acid mols., host cells into which the expression vectors have been 
introduced, and nonhuman transgenic animals in which a 2504, 15977, 14760, 
53070, 15985, 50365, 26583, 21953, m32404, 14089, or 23436 gene has been 
introduced or disrupted. The invention still further provides isolated 
2504, 15977, 14760, 53070, 15985, 50365, 26583, 21953, m32404, 14089, or 
23436 proteins, fusion proteins, antigenic peptides and anti-2504, 15977, 
14760, 53070, 15985, 50365, 26583, 21953, m32404, 14089, or 23436 
antibodies. Diagnostic methods utilizing compns . of the invention are 
also provided. 
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SOURCE: Nagoya-shiritsu Daigaku Igakkai Zasshi (2002), 53(4), 

251-262 

CODEN: NASD A 6 / ISSN: 0027-7606 
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AB A possible role of the human Cdr2 in the G(2)/M DNA damage 

checkpoint mechanism, which damage is induced by UV irradn. , was examd. A 
human Cdr2 gene was isolated from a cDNA library of HeLa cells by using an 
amino acid sequence of Schizosaccharomyces pombe. A northern anal, was 
carried out using the above entire human gene as a probe and a GAPDH cDNA 
fragment as a house-keeping probe. The Cdr2 DNA was combined at 
its 3 '-terminal end with a Myc and His tag and the protein of the 
recombinant was expressed using Baculovirus Expression Vector System 
(PHARMINGEN) . An antibody to the produced recombinant protein was 
obtained from an immunized rabbit. The cellular localization of Cdr2 was 
assayed by A172 cells and an indirect fluorescent antibody method, and the 
cellular nucleus was stained with DAPI . An expression vector with the 
recombinant DNA was introduced into HeLa S2 cells by using a 
Mirus Trans IT-CT1 kit (Mirus) . The recombinant Cdr2 was overexpressed in 
the transformed cells. The cells was treated with 70% ethanol, stained 
with propidium iodide and an FACS anal, was carried out. A cell cycle was 



analyzed based on contents of DNA. The Cdr2 protein was found 
in almost any tissue. The mRNA of Cdr2 was found at any phase of the cell 
cycle. The Cdr2 specifically phosphorylated a Ser 216 residue of Cdc25C 
and a Ser 361 residue of Cdc25B. The Cdr2 was specifically activated by 
UV irradn. and transferred in a cellular nucleus. The excessively 
expressed Cdr2 induced a stop of G2/M phase. It was suggested that the 
Cdr2 in cells with UV irradn. regulates possibly the stop of G2/M phase. 
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US 2003-479532 20031203 
JP 2001-168792 A 20010604 

WO 2002-JP5411 W 20020603 

Protein kinase Cdr2 from human, encoding cDNA, recombinant expression, 
antisense oligonucleotide, antibodies, and use in screening of anticancer 
agents or drugs for treatment of injuries, are disclosed. Using rabbit 
polyclonal antibodies against Chk2 , a cross reacting protein 
phosphorylated by DNA damage was identified. CDNA for the 

protein was cloned and the sequence revealed homol . to yeast Cdr2 . Strong 
expression in brain and testis was found. HCdr2 was found to have kinase 
activity toward Cdc2C and Cdc2B, phosphorylating serine 216 of Cdc2C and 
serine 309 of Cdc2B, resp. 
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Cloning and characterization of a human 
protein kinase with homology to Ste20. 
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AB A human protein kinase (termed MST1) has 

been cloned and characterized. The MST1 catalytic domain is most 
homologous to Ste20 and other Ste20-like kinases (62-65% similar) . MST1 
is expressed ubiquitously, and the MST1 protein is present in all human 
cell lines examined. Biochemical characterization of MST1 catalytic 
activity demonstrates that it is a serine/ threonine kinase, and that it 
can phosphorylate an exogenous substrate as well as itself in an in vitro 
kinase assay. Further characterization of the protein indicates MST1 
activity increases approximately 3 -4-fold upon treatment with PP2A, 
suggesting that MST1 is negatively regulated by phosphorylation. MST1 
activity decreases approximately 2 -fold upon treatment with epidermal 
growth factor; however, overexpression of MST1 does not affect 
extracellular signal-regulated kinase-1 and -2 activation. MST1 is 
unaffected by heat shock or high osmolarity, indicating that it is not 
involved in the stress -activated or high osmolarity glycerol signal 
transduction pathways. Thus MST1, although homologous to a member of a 
yeast MAPK cascade, is not involved in the regulation of a known mammalian 
MAPK pathway and potentially regulates a novel signaling cascade. 
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AB The present invention is directed to the identification of compds . in a 
compd. library which can mediate the biol . activity of a target receptor 
protein, even when the ligands which mediate that activity through binding 
to that receptor are not already known. The method comprises three steps: 
(1) screen at least one potential surrogate combinatorial library for 



members (preferably peptides or nucleic acids) binding to the target 
protein (TP) and hence capable of use as surrogates for the unknown ligand 
in steps (2) and (3) ; (2) screen at least one complementary library, 
preferably a combinatorial library (which is not limited to, and may not 
even include, peptides, or nucleic acids and hence is referred to on 
occasion as a "compd. library"), for compds . which inhibit the binding of 
one or more surrogates from step (1) to TP; and, optionally, (3) det . 
whether the inhibitory compd. mediates the biol . activity of the TP. 
Human cytomegalovirus polymerase accessory protein UL44 was cloned and 
expressed as a glutathione-S-transf erase (GST) fusion protein in 
Escherichia coli. Thrombin- cleaved UL44 or GST-UL44 was immobilized on 
microtiter plates for affinity selection of UL44-specif ic phage from phage 
libraries. Phage from an X10C library (a library with 10 random residues 
followed by a fixed cysteine residue (TGC) and the same flanking 
sequences) gave strong signals in a phage ELISA. Competition expts. were 
carried out between phage and glutathione or linear double -stranded 
DNA using microtiter plates coated with GST-UL44 to show that 
phage were specific for either the GST portion or the UL44 portion of the 
fusion protein. 
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AB Genes whose expression is correlated with an determinant of an 

atherosclerotic phenotype are provided. Also provided are methods of 
using the subject atherosclerotic determinant genes in diagnosis and 
treatment methods, as well as drug screening methods. In addn. , reagents 
and kits thereof that find use in practicing the subject methods are 
provided. Also provided are methods of detg. whether a gene is correlated 
with a disease phenotype, where correlation is detd. using a Bayesian 
anal. [This abstr. record is one of three records for this document 
necessitated by the large no. of index entries required to fully index the 
document and publication system constraints.]. 
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AB Genes whose expression is correlated with an determinant of an 

atherosclerotic phenotype are provided. Also provided are methods of 
using the subject atherosclerotic determinant genes in diagnosis and 
treatment methods, as well as drug screening methods. In addn., reagents 
and kits thereof that find use in practicing the subject methods are 
provided. Also provided are methods of detg. whether a gene is correlated 
with a disease phenotype, where correlation is detd. using a Bayesian 
anal. ^ [This abstr. record is one of three records for this document 
necessitated by the large no. of index entries required to fully index the 
document and publication system constraints.]. 
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The human protein kinase Plkl, a member of 
the polo-like kinase family, is known to function at mitosis. Here we show 
that the relative specific activity of Plkl increases in mitosis, that 
Plkl is specifically phosphorylated during mitosis, and that 
phosphatase treatment reduces mitotic Plkl activity to interphase 
levels. To identify domains involved in the regulation of Plkl activity, 
deletion mutants of Plkl were constructed and their activities examined. 
Deletion of the extreme C-terminus of Plkl substantially increased kinase 
activity, indicating that the C-terminus harbors an inhibitory domain. 
Finally, the consequences of over-production of wild-type and mutant Plkl 
protein were analyzed, using transient transfection assays. Cells 
overexpressing Plkl protein were able to enter mitosis and establish an 
apparently normal bipolar spindle. In contrast, progression through 
mitosis was transiently delayed, and cytokinesis appeared to be disturbed, 
as reflected by a significant increase in large cells with multiple, often 
fragmented nuclei. These results are relevant to recently proposed roles 
for Plks during both entry into and exit from mitosis. 
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AB The invention provides diagnostic methods and kits including 

oligonucleotide and/or polynucleotides or derivs . , including as well 
antibodies detg. whether a human subject is at risk of getting adverse 
drug reaction after statin therapy or whether the human subject is a high 
or low responder or a good a or bad metabolizer of statins. Two hundred 
ninety-two polymorphic sites in a no. of candidate genes show a strong 
correlation with cardiovascular disease and to individuals exhibiting low 
or high levels of adverse drug reactions. The invention provides further 
diagnostic methods and kits including antibodies detg. whether a human 
subject is at risk for a cardiovascular disease. Still further the 
invention provides polymorphic sequences and other genes. 



L4 ANSWER 11 OF 12 HCAPLUS COPYRIGHT 2 0 04 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2004 : 371064 HCAPLUS 
140 :373461 

Evaluation of breast cancer states and outcomes using 
gene expression profiles 

West, Mike; Nevins , Joseph R./ Huang, Andrew 

Synpac , Inc . , USA 

PCT Int. Appl., 799 pp. 

CODEN: PIXXD2 

Patent 

English 

5 



PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 



WO 2004037996 
W 



20031024 



RW: 



US 2004083084 
US 2004106113 
PRIORITY APPLN. INFO 



AB 



A2 20040506 WO 2003-US33656 
AE, AG, AL, AM, AT, AU, AZ , BA, BB, BG, BR, BY, BZ , CA, CH, CN, 
CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, ES , FI , GB, GD, GE, HR, 
HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ , LC, LK, LR, LS , LT, 
LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ , NI , NO, NZ , OM, PG, PH, 
PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, SY, TJ, TM, TN, TR, TT, 
TZ, UA, UG, US, UZ, VC, VN, YU, ZA, ZM, ZW, AM, AZ , BY, KG, KZ, 
MD, RU, TJ, TM 

GH, GM, KE, LS, MW, MZ , SD, SL, SZ, TZ, UG, ZM, ZW, AT, BE, BG, 
CH, CY, CZ, DE, DK, EE, ES , FI, FR, GB, GR, HU, IE, IT, LU, MC, 
NL, PT, RO, SE, SI, SK, TR, BF, BJ, CF, CG, CI, CM, GA, GN, GQ, 
GW, ML, MR, NE, SN, TD, TG 

Al 20040429 US 2002-291878 20021112 
Al 20040603 US 2002-291886 20021112 

US 2002-420729P P 20021024 

US 2002-421062P P 20021025 

US 2002-421102P P 20021025 

US 2002-424701P P 20021108 

US 2002-424715P P 20021108 

US 2002-424718P P 20021108 

US 2002-291878 A 20021112 

US 2002-291886 A 20021112 

US 2002-425256P P 20021112 

WO 2002-US38216 A 20021112 

WO 2002-US38222 A 20021112 

US 2003-448461P P 20030221 

US 2003-448462P P 20030221 

US 2003-457877P P 20030327 

US 2003-458373P P 20030331 

The present invention relates generally to a method for evaluating and/or 
predicting breast cancer states and outcomes by measuring gene and 
metagene expression levels and integrating such data with clin. risk 
factors. Genes and metagenes whose expressions are correlated with a 
particular breast cancer risk factor or phenotype are provided using 
binary prediction tree modeling. The invention provides 175 genes assocd. 
with metagene predictors of lymph node metastasis, 216 genes assocd. with 
metagene predictors of breast cancer recurrence, and 4 96 metagenes related 



to breast cancer study. Methods of using the subject genes and metagenes 
in diagnosis and treatment methods, as well as drug screening methods, etc 
are also provided. In addn., reagents, media and kits that find use in 
practicing the subject methods are also provided. 
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Sets of genetic markers for specific tumor classes are described, as well 
as methods of identifying a biol. sample based on these markers. Total 
RNA was isolated from .apprx.300 human tumor and normal tissue specimens 
representing 3 0 individual classes of tumor or normal tissue, and cDNA 
produced using established mol . biol. protocols was hybridized to two high 
d. Affymetrix oligonucleotide microarrays (Hu6800FL and Hu35KsubA0) . Raw 
expression data was combined into a master data set contg. the expression 
values for between 6800 and 16,000 genes expressed by each individual 
sample. A filter was applied to this data set which only allows those 
genes expressed at 3 -fold above baseline and with an abs . difference in 
expression value of 100 to pass. By comparing the sets of genes which are 
expressed specifically in one class of tumor (e.g., pancreatic 
adenocarcinoma) vs. its accompanying normal tissue (e.g., normal 
pancreas), sets of genes were detd. which are specific to various tumors 
and their normal tissue counterparts. Also described are diagnostic 
prognostic, and therapeutic screening uses for these markers, as well as 
oligonucleotide arrays comprising these markers. [This abstr record is 
one of 4 records for this document necessitated by the large no of index 



entries required to fully index the document and publication system 
constraints . ] . 
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CLAIMS : 



What is claimed is: 

1. An isolated nucleic acid that encodes a Serine/Threonine/Tyrosine protein 
kinase, comprising: (a) a nucleotide sequence selected from the group consisting 
of: (i) SEQ ID NO: 1; (ii) the complement of the sequences set forth in (i) ; (iii) 
the nucleotide sequence of SEQ ID NO: 2; (iv) a degenerate variant of the sequences 
set forth in (iii) ; and (v) the complement of the sequences set forth in (iii) and 
(iv) ; or (b) a nucleotide sequence selected from the group consisting of: (i) a 
nucleotide sequence that encodes a polypeptide having the sequence of SEQ ID NO: 3 ; 
(ii) a nucleotide sequence that encodes a polypeptide having the sequence of SEQ ID 
NO: 3, with conservative amino acid substitutions; and (iii) the complement of the 
sequences set forth in (i) and (ii) , wherein said isolated nucleic acid comprising 
a nucleotide sequence selected from group (b) is no more than about 100 kb in 
length. 

2. The isolated nucleic acid of claim 1 wherein said nucleic acid, or the 
complement of said nucleic acid, encodes a polypeptide having 
Serine/Threonine/Tyrosine protein kinase activity. 

3. The isolated nucleic acid of claim 1, wherein said nucleic acid, or the 
complement of said nucleic acid, is expressed in adult liver, bone marrow, brain, 
colon, fetal liver, heart, kidney, lung, placenta, and skeletal muscle as well as a 
cell line HeLa. 



4. A nucleic acid probe, comprising the nucleic acid of claim 1. 

5. The probe of claim 4, wherein said probe is detectably labeled. 

6. The probe of claim 4, attached to a substrate. 
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